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Obesità: un fattore di 
rischio per la salute del 

cervello
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Possible brain mechanisms for enhancing or maintaining cognitive 
reserve and risk reduction of potentially modifiable risk factors in 
dementia 



Prevalenza della demenza 

50 million people worldwide living with dementia in 2020. 

82 million in 2030

152 million in 2050.  

Alzheimer Disease Int 2024
Alzheimer’s Dement. 2024;20:3708–3821

USA 



● In 2021, an estimated 1·00 billion adult males and 1·11 billion  
adult females had overweight and obesity

● China  (402 million individuals), followed by India (180 million) and 
the USA (172 million)

● By 2050, we forecast that the total number of adults living with 
overweight and obesity will reach 3·80 billion, over half of the 
likely global adult population at that time



Prevalenza dell’obesità



Obesità e deficit cognitivo-demenza (midlife) 

Qu Y et al Neurosci Biobehav Rev . 2020 Aug:115:189-198. 
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Weight loss was associated with a significant improvement in attention 
and memory in both longitudinal studies and RCTs
Executive function and language improved in longitudinal and RCT 
studies, respectively 



Lingvay I et al Lancet 2024

Terapia farmacologica per l’obesità: agonisti GLP-1 



Agonisti GLP-1: meccanismo di azione

Wang JY, et al. Front Endocrinol (Lausanne). 2023. 
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Cummings J et al, Alzheimer’s Dementia 2024 



Cummings J et al, Alzheimer’s Dementia 2024 

Inflammation-i
mmunity



Meccanismo di azione dei GLP-1 agonisti e demenza

Du H, et al. Front Endocrinol (Lausanne). 2022.  



Alzheimer’s Dement. 2022;8:e12268 



Patients had at least one condition for semaglutide prescription (obesity, hypertension, 
hypercholesterolemia, heart diseases, stroke, or A1C ≥8.5%)

Alzheimer’s Dement. 2024;1–12.



Alzheimer’s Dement. 2024;1–12.

These results were similar for older patients, both 
genders, and those with and without obesity.

40% to 70% decrease in first-time AD 
diagnoses



Riduzione dell’incidenza e progressione nel tempo

Alzheimer’s Dement. 2024;1–12.



JAMA Network Open. 2025;8(7):e2521016.

During a 7-year follow-up, GLP-1RA users had lower risk of:
● Dementia (HR, 0.63; 95%CI, 0.50-0.81)
● Stroke (HR, 0.81; 95%CI, 0.70-0.93)
● All-cause mortality (HR, 0.70; 95%CI, 0.63-0.78)



Quale il futuro?



• Incremento epidemiogico demenza ed obesità
• Necessità di ottimizzare il controllo dei fattori di Rischio
• Il ruolo emergente degli agonisti GLP-1 nella prevenzione della 

demenza 
• Necessità di definire il ruolo degli agonisti GLP-1 nelle fasi 

precoci della malattia di Alzheimer

Conclusioni



Agonisti GLP-1: quali?

Zheng Z et al Signal Transduction and Targeted Therapy (2024) 
9:234



Agonisti GLP-1: quali differenze?

Zheng Z et al Signal Transduction and Targeted Therapy (2024) 
9:234


